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We read with interest the article by McKay and colleagues (1) evaluating the impact of angiotensin system inhibitors (ASI) on outcomes in metastatic renal cell carcinoma (mRCC) patients treated in the targeted therapy era. They found that ASI users had improved overall survival (OS) compared with users of other antihypertensive agents and individuals receiving no antihypertensive therapy. Importantly, the benefit in OS was limited to ASI users receiving VEGF-targeted therapy and did not concern patients receiving other drugs having demonstrated survival benefit in mRCC. The authors hypothesized that this may be related to the ability of ASIs to synergize with antiangiogenics to inhibit tumor cell proliferation and angiogenesis. Yet it was reported elsewhere that ASI could favor a protumoral microenvironment and that the antiangiogenic effect of VEGF pathway inhibitors could be impeded by the use of ASI (2) . Results are therefore confusing with regard to ASI action on angiogenesis, and we believe another hypothesis explaining these findings may exist.
Sarcopenia, the condition of having low muscle mass and function, is highly prevalent in mRCC patients (3, 4) . Moreover, sarcopenia combined to a body mass index < 25 kg m À2 predicts sunitinib-induced early dose-limiting toxicities (3) and sorafenibinduced dose-limiting toxicities (4) in mRCC patients. Interestingly, in a study of 641 noncancer patients with hypertension (61 of which had used ASI continuously, 133 intermittently, 146 never, and 301 had used other hypertensive drugs), the patients who had taken ASI continuously had a significantly lower mean 3-year decline in muscle strength (5) . ASI may therefore help preserve muscle mass.
In conclusion, we propose that the action of ASI on muscle mass may result in less sarcopenia, a well-documented cause of overexposure and excessive toxicity to tyrosine kinase inhibitors. Hence, the therapeutic index of VEGF-targeted therapies may be improved by ASI, resulting in subsequent longer duration of treatments, higher dose-intensity, and finally improved efficacy. We wonder if the authors may mention whether the patients under ASI had less early dose-limiting toxicities and less treatment interruptions.
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